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The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply wittiin tiie set or extended period for reply vyrill. by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 10 January 2005 . 
2a)n This action is FINAL. 2t>M This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 . 453 O.G. 21 3. 

Disposition of Claims 

4) ^ Clalm(s) 7-33 is/are pending in the application. 

4a) Of the above claim(s) 15-33 is/are withdrawn from consideration. 

5) 13 Claim(s) 1-13 is/are allowed. 

6) 13 Claim(s) 14 is/are rejected. 

/)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: 3)0 accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration Is objected to by the Examiner. Note the attached Office Action or fomi PTO-152. 

Priority under 35 U.S.C. § 119 

12)3 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)l3 All b)n Some * c)^ None of: 

1 .3 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) n Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) 

2) n Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No{s)/Mail Date. . 

3) 3 Information Disclosure Statement's) (PTO-1449 or PTO/SB/08) 5) □ Notice of Informal Patent Application (PTO-1 52) 

Paper No(syMail Date ^Ijlbjofj ^ Jf^^ ^ 6)0 Other: . 

U.S. Patent and Trademark Office ~ " ~ 

PTOL-326 (Rev. 7-05) Office Action Summary Part of Paper No./Mail Date 20060625 
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DETAILED ACTION 

1. Claims 1-33 are pending in the instant application. 

Information Disclosure Statement 

2. Applicants' Information Disclosure Statements, filed June 14, 2004 and January 10, 
2005, have been considered by the Examiner. Please refer to the signed copies of Applicants' 
PTO-1449 forms submitted herewith, 

Election/Restrictions 

3. The Markush group set forth in the claims includes both independent and distinct 
inventions, and patentably distinct conq)oimds (or species) within each invention. Moreover, 
each of these inventions contains a plurality of patentably distinct compounds, also far too 
numerous to list individually. For these reasons provided below, restriction to one of the 
following inventions is required under 35 U.S.C. 121: 

I. Claims 1-13, drawn to compounds and their pharmaceutical compositions 
according to formulae (I) and (la), classified in class 548, subclass 152. 

IL Claim 14, drawn to a pharmaceutical composition of Group I, containing 
additional ingredients, classified in various subclasses of class 514. 

III. Claims 15-26, drawn to methods of using compounds of Group I, classified in 
class 514, subclass 367. 

IV. Claims 27-33, drawn to method of using a composition of Group II, containing 
additional ingredients, classified in various subclasses of class 514. 

The above Groups represent general areas wherein the inventions are independent and 
distinct, each from the other because of the following reasons: 
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4. Inventions I and II are related to Inventions III and IV as products and process of use. 
The inventions can be shown to be distinct if either or both of the following can be shown: (1) 
the process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case, the process as claimed can be practiced with 
another materially different product since there are many known methods for treating 
hypertension, for exan5)le, administering calcium channel blockers. Therefore separate search 
conditions are involved, which would impose a burden if unrestricted. 

5. Because these inventions are independent or distinct for the reasons given above and the 
inventions require a different field of search (see MPEP § 808.02), restriction for examination 
purposes as indicated is proper. 

Advisory of a Rejoinder 

6. The following is a recitation of MPEP 821 .04, Rejoinder: 

Where product and process claims drawn to independeat and distinct inventions are presented in the same 
application, applicant may be called upon under 35 U.S.C 121 to elect claims to either the product or process. 
See MPEP § 806.05(f) and § 806.05(h). The claims to the nonelected invention wiU be withdrawn from further 
consideration under 37 CFR 1.142. See MPEP § 809.02(c) and § 821 through § 821,03. However, if 
applicant elects claims directed to flie product, and a product claim is subsequently found allowable, withdrawn 
process claims wliich depend from or otherwise include all the limitations of the allowable product claim will 
be rejoined. 

Where the application as originally filed discloses the product and the process for making 
and/or using the product, and only claims directed to the product are presented for examination, when a product 
claim is found allowable, applicant may preset claims directed to the process of making and/or using the 
patentableproductby way of amendment pursuant to 37 CFR 1.121. In view of the rejoinda- procedure, and in 
order to expedite prosecution, applicants are encouraged to present such process claims, preferably as dependent 
claims, in the application at an early stage of prosecution. Process claims which depend from or otherwise 
include all the limitations of the patentable product will be entered as a matter of right if the ammdment is 
presented prior to final rejection or allowance. Amendmaits submitted after final rejection are governed by 37 
CFR 1.116. Process claims A^ich do not depend from or otherwise include the limitations of the patentable 
product will be withdrawn from consideration, via an election by original presentation (see MPEP § 82 1 .03). 
Amendmmts submitted after allowance are governed by 37 CFR L312. Process claims which depend from or 
otherwise include all the limitations of an allowed product claim and which meet the requirements of 35 
U.S.C. 101, 102, 103, and 112may be entered. 

Where product and process claims are presented in a single application and that application qualifies under 
the transitional restriction practice pursuant to 37 CFR 1. 129(b), applicant may eitho-: (A) elect the invention to 
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be searched and ©camined and pay the fee set forth in 37 CFR 1. 17(s) and have the additional inventions 
seardied and examined under 37 CFR 1.1 29(b)(2); or (B) elect the invention to be searched and examined and 
not pay the additional fee (37 CFR 1. 129(b)(3)). Whae no additional fee is paid, if the elected invention is 
directed to the product and the claims directed to the product are subsequently found patentable, process claims 
which either depend from or include all the limitations of the allowable product will be rqoined. If applicant 
chooses to pay the fees to have the additional inventions searched and examined pursuant to 37 CFR 
1 . 129(b)(2) even if the product is found allowable, applicant would not be entitled to a refund of the fees paid 
under 37 CFR 1. 129(b) by arguing that the process claims could have been rejoined. 37 CFR 1.26(a) states that 
"[Tjhe Commissioner may refund any fee paid by mistake or in excess of that required. A change of purpose 
after the payment of a fee.. .will not entitle a party to a refund of such fee..." In this case, the fees paid under 37 
CFR 1. 129(b) were not paid by mistake nor paid in excess, tho-efore, applicant would not be entitled to a 
refund. In the event of rejoinda:, the rejoined process claims will be fully examined for patentability in 
accordance with 37 CFR 1. 104. Thus, to be allowable, the rejoined claims must meet all critma for 
patoitability including the requiremoits of 35 U.S.C 101, 102, 103, and 1 12. If the application containing the 
rejoined claims is not in condition for allowance, the subsequent Office action may be made final, or, if the 
application was aheady under final rejection, flie next Office action may be an advisory action. 

, 7. The following is a recitation fi-om paragraph five, "Guidance on Treatment of Product 
and Process Claims in light of In re OchiaU In re Brouwer and 35 U.S.C. 103(b)" (1184 TMOG 
86(March26, 1996)): 

"However, in the case of an elected product claim, rejoinder will be permitted yjhm a product claim is 
found allowable and the withdrawn process claim depends from or otherwise includes all of the limitations 
of an allowed product claim. Withdrawn process claims not commensurate in scope with an allowed product 
claim will not be rejoined." (emphasis added) 

Therefore, in accordance w^ith MPEP 821.04 and In re Ochiai, 71 F. 3d 1565, 37 USPQ 

1 127 (Fed. Cir. 1995), rejoinder of product claims with process claims commensurate in scope 

with the allov^ed product will occur following a finding that the product claims are allowable. 

Until, such time, a restriction between product claims and process claims is deemed proper. 

Additionally, in order to retain the right to rejoinder in accordance with the above policy, 

Applicant is advised that the process claims should be amended during prosecution to maintain 

either dependency on the product claims or to otherwise include the limitations of the product 

claims. Failure to do so may result in a loss of the right to rejoinder. 

8. During a telephone conversation with Ms. Martha Munchhof, Reg. No. 47,81 1, on June 

21, 2006, a provisional election was made with traverse to prosecute the invention of Group I, 
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claims 1-13, drawn to conpounds and their compositions. Applicants' traversal is directed to the 
distinction between Groups I and H, as well as Groups III and IV, based on the argument that the 
conq)ound/conposition Groups should be examined together, and all remaining method claims 
should be examined together. In view of a fair interpretation of the claims, the Examiner will 
join Groups I and II together, as well as Groups HI and IV, so that the elected Group I now 
covers claims 1-14, drawn to conpounds and compositions according to formula (I). 
Affirmation of this election must be made by applicant in replying to this Office action. 9.9. 

Accordingly, claims 15-33 withdrawn from further consideration by the examiner, 37 
CFR 1 . 142(b), as being drawn to a non-elected invention. 

9. Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
appHcation. Any amendment of inventorship must be accompanied by a request under 37 CFR 
1.48(b) and by the fee required under 37 CFR 1.17(i). 

Claim Rejections - 35 USC § 112 

1 0. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such foil, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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11. Claim 14 rejected under 35 U.S. C. 112, first paragraph, as not being fully enabled. While 
various active ingredients may be listed in the specification, the claims are not enabled for all 
additional agents as claimed since there is no indication as to the full range of active ingredients 
that could be utilized. 

In In re Wands . 8 USPQ2d 1400 (1988), factors to be considered in determining whether 
a disclosure meets the enablement requirement of 35 U.S.C. § 1 12, first paragraph, have been 
described. They are: 

1 . the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thareof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimmtation needed, and 

8. the level of the sldll in the art 

The nature of the invention 

The nature of the invention is a pharmaceutical composition, containing a compound of 
claims 1, 2, 1 1, or 12 and one or more additional "active ingredients." 

The state of the prior art and the predictability or lack thereof in the art 

It is well recognized in the medical art that treatment of diseases or symptoms are not 
analogous terms. The nature of pharmaceutical arts is that it involves screening in vitro and in 
vivo to determine which compounds exhibit the desired pharmacological activities. There is no 
absolute predictability even in view of the seemingly high level of skill in the art. The existence 
of these obstacles establishes that the contemporary knowledge in the art would prevent one of 
ordinary skill in the art fi-om accepting any therapeutic regimen on its face. Also, in the absence 
of a showing of correlation between all of the agents encon5)assed by claim 14 and the 
compound of claims 1, 2, 1 1, or 12, one of skill in the art is unable to fully predict possible 
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results from the administration of the claimed compounds. 

The amount of direction or guidance present and 
the presence or absence of working examples 

Treatment of specific diseases or disorders is normally disease or symptom oriented, thus 
are highly individualized, i.e. a conqjosition for treating inflammatory diseases would not 
employ the same agents (requires an additional NS AID agent) as a cortqDosition for treating 
hypertension (requires an additional calcium channel blocker). If AppUcants allege that treating 
said disorders benefit from the inhibiting NEP, then AppHcants must demonstrate that a 
composition for inhibiting the biochemical pathway of NEP and all of the possible combinations 
of compositions of claim 14 are inexorably linked. AppUcants have provided no support 
whatsoever in the Specification for the additional "active ingredients" recited, other than the 
laundry list found on pages 30-41 . The efficacy of a pharmaceutical composition intended for 
treatment of a specific disease/disorder needs to be specifically and individually supported by 
factual evidence. The data provided in the disclosure is insufficient evidence for all possible 
compositions claimed. A disclosure should contain representative examples, which provide 
reasonable assurance to one skilled in the art that compounds fall within the scope of a claim will 
posses the alleged activity. See In re Riat et al. (CCPA 1964) 327 F2d 685, 140USPQ 471; /n re 
Barr et al. (CCPA 1971) 444 F 2d 349, 151 USPQ 724. 

The breadth of the claims 

Applicants are claiming a composition containing a broad number of additional 
ingredients, agents or inhibitors. The argument that the agents claimed by the Applicants are 
dependent upon the disease being treated is insufficient support that the Applicants are enabled 
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for all vasodilator agents, modulatory agents, etc. 

The quantity of experimentation needed 

The quantity of experimentation needed is undue. One of ordinary skill in the art without 
direction, would be unable to test each and every combination encompassed by claim 14. One of 
skill in the art would need to determine whether the claimed conq)osition would provide 
treatment of all of the disorders/conditions intended, and there are certainly hundreds of 
combinations of compositions encompassed by the clainL Based on the unpredictable nature of 
the invention and the state of the prior art and the breadth of the claims, one of ordinary skill in 
the art would be burdened with undue "experimentation study" to determine whether the claimed 
composition would in fact treat the targeted disorder. 

The level of the skill in the art 

The level of skill in the art is high. However, due to the unpredictability in the 
pharmaceutical art, it is noted that each embodiment of the invention is required to be 
individually assessed for physiological activity by in vitro and in vivo screening to determine 
which compounds and agents exhibit the desired pharmacological activity and which diseases 
would benefit from this activity. 

Thus, the specification fails to provide sufficient support of the broad recitation of 
any or all agents, ingredients, inhibitors, etc of claim 14. As a result, necessitating one of skill to 
perform an exhaustive search for which claimed compositions can be utilized. 

The Examiner suggests claiming some specific agents that are enabled by the 
Specification or in literature, and to provide support for the recited con^ositions. 
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Conclusion 



12. In conclusion, claims 1-33 are pending in the instant application, claintis 15-33 are 
currently withdrawn from consideration, and claim 14 is rejected. 



Any inquiry concerning this coninnmication or earlier communications from the examiner should 
be directed to Janet L. Coppins whose telephone number is 571.272.0680. The examiner can normally be 
reached on M-F 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Joseph K. McKane can be reached on 571 .272.0699. The fax phone number for the organization where 
this apphcation or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Telephone Inquiry 




KAMALA.SAEED,Ph.j. 
PRIMARY EXAMINER 



Janet L. Coppins 
June 24, 2006 



